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CLAIM AMENDMENTS 

1 . (Currently Amended) A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) about 10 milligrams of at least one sterol absorption inhibitor 
represented by Formula (I): 



R R 2 
Ar 1 -X m -(C) q ^Y n «(C) r Z^ ^Ar : 

R 1 R 3 



.3 



(0 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (I) or of the isomers thereof, or prodrugs of the 
compounds of Formula (I) or of the isomers, salts or solvates thereof, wherein in 
Formula (I) above: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl 

4 

and R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower aikyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , - 
0(CO)R B , -0(CO)OR 9 and -0(CO)NR G R 7 ; 

13 

R and R are independently selected from the group consisting of 
hydrogen, lower alkyl and aryl; 
q isOoM; 
r is 0 or 1 ; 
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m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that 
at least one of q and r is 1 , and the sum of m, n, p, q and r is 1 , 2, 3. 4, 5 or 6; 
and provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 . ^0(CO)R a , -0(CO)OR 9 , -0(CH 2 )^ s OR 6 t -0(CO)NR 6 r\ 
-NRW, -NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NRV, -NR 6 S02R 9 , -COOR 6 . 
-CONrV, -COR 6 , -S0 2 NR 6 R 7 , S(0)^ 2 R 9 , -O(CH 2 )^ 10 -COOR 6 , 
-O(CH 2 ) M0 CONR 6 R ? , -(lower a»ky!ene)COOR 6 . -CH-CH-COOR*, -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , 0(CO)R B r -0(CO)OR*, -0(CH 2 ) 1-5 OR 6 , -O(C0)NR 6 R 7 , -NR 5 R ? , 
-NR 6 (CO)R 7 . -NR 6 (CO)OR 9 f -NR 6 (CO)NR 7 R e F -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, - 
COR 6 , -S0 2 NR 6 R 7 T S(O) 0 . 2 R 9 , -OCCH^^^-COOR 6 , 
-O(CH 2 V 10 CONR 6 R 7 , -(lower alkylene)COOR* and -CH=CH-COOR 6 ; 

R 6 , R 7 and R e are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R 9 is lower alkyl, aryl or aryl-substituted lower alkyl. 

2- (Original) The composition according to claim 1 , wherein the at 
least one bile acid sequestrant is selected from the group consisting of 
cholestyramine, colestipol, colesevelam hydrochloride and mixtures thereof. 

3. (Original) The composition according to claim 2, wherein the at 
least one bile acid sequestrant comprises cholestyramine. 

4. (Withdrawn) The composition according to claim 2, wherein the at 
least one bile acid sequestrant comprises colestipol. 
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8 (Origin,.) The composition according to claim 1 . wherein the at 
hi Lidseauestrant is administered to a mammal in an amount 

6 (Original) The composition according to claim 1 , wherein the stero. 
absorption inhibitor is represented by Formuia (II) below: 




CD 



pharmaceutical* aoceptabie salt or so.vate thereof, or prodrug of the 
compound of Formula (II) or of the salt or solvate thereof. 



or a 



7. (Cancel). 

8 . (Original)The composition according to claim 1, further comprising 
at least one cholesterol biosynthesis inhibitor. 

9. (Original) The composition according to claim 8. wherein the at 
.east one cholestero. biosynthesis inhibitor comprises at least one HMG CoA 
reductase inhibitor. 
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10. (Original) The composition according to claim 9, wherein the at 
least one HMG CoA reductase inhibitor is selected from the group consisting of 
lovastatin, pravastatin, fluvastatin, simvastatin, atorvastatin, cerivastatin and 
mixtures thereof. 

1 1 . (Original) The composition according to claim 10, wherein the at 
feast one HMG CoA reductase inhibitor is simvastatin. 

12. (Original) The composition according to claim 1 , further comprising 
at least one PPAR receptor activator. 

13. (Original) The composition according to claim 12, wherein the 
PPAR receptor activator is at least one ftbric acid derivative is selected from the 
group consisting of fenofibrate, clofibrate, gemfibrozil, ciprofibrate, bezafibrate, 
ciinofibrate, binifibrate, lifibrol and mixtures thereof. 

14. (Original) The composition according to claim 13, wherein the at 
least one fibric acid derivative is fenofibrate. 
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1 5. (Original) The composition according to claim 1 , further comprising 
nicotinic acid or a derivative thereof. 

16. (Origins!) The composition according to claim 1, further comprising 
at least one AcylCoA:Cholesterol O-acyltransferase Inhibitor. 

17. (Original) The composition according to claim 1 , further comprising 
probucol or derivatives thereof* 

18. (Original) The composition according to claim 1 . further comprising 
at least one low-density lipoprotein receptor activator, 

19. (Original) The composition according to claim 1, further comprising 
at least one Omega 3 fatty acid. 

20. (Original) The composition according to claim 1 , further comprising 
at least one natural water soluble fiber. 

21 . (Original) The composition according to claim 1 , further comprising 
at least one of plant sterols, plant stanols or fatty acid esters of plant stanols. 
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22. (Original) The composition according to claim 1, further comprising 
at least one antioxidant or vitamin. ( 

23. (Original) The composition according to claim 1 , further comprising 
at least one hormone replacement therapy composition. 

24. (Original) The composition according to claim 1 , further comprising 
at least one obesity control medication. 

25. (Original) The composition according to claim 1 , further comprising 
at least one blood modifier different from the compound of Formula (I). 

26. (Original) The composition according to claim 1 T further comprising 
at least one cardiovascular agent different from the compound of Formula L 

27. (Original) The composition according to claim 1, further comprising 
at least one antidiabetic medication. 

28. (Original) A pharmaceutical composition for the treatment or 
prevention of a vsLscu)ar condition, diabetes, obesity or lowering a concentration 
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of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 1 and a pharmaceutical^ acceptable carrier 



29. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 1 - 



30. (Withdrawn) The method according to claim 29 f wherein the 
vascular condition is hyperiipldemia. 

31 . (Currently Amended) A therapeutic combination comprising: 
(a) a first amount of at least one bile acid sequestrant; and 



(b) a second amount of about 10 milligrams of at least one sterol 
absorption inhibitor represented by Formula (I): 

R R 2 
Ar^KCJqAVCCVZ. Ar 3 



R R 



(I) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (I) or of the isomers thereof, or prodrugs of the 
compounds of Formula (I) or of the isomers, salts or solvates thereof, wherein in 
Formula (l) above; 

Ar 1 and Ar 2 are independently selected from the group consisting of aryl 
and R 4 -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 
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X, Y and Z are independently selected from the group consisting of 
-CH2-p -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R are independently selected from the group consisting of -OR , - 
0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

R 1 and R 3 are independently selected from the group consisting of 
hydrogen, lower alkyl and aryl; 

q is 0 or 1 ; 

r is 0 or 1; 

m, n and p are independently selected from 0 7 1, 2, 3 or 4; provided that 
at least one of q and Ms 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; 
and provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

R 4 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 5 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 f -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 . -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 5 S02R 9 , -COOR 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -©(CH^^-COOR 6 , 
-O(CH 2 ) l , 10 CONR 6 R 7 , -(lower alkylene)COOR 6 . -CH=CH-COOR 6 l -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NrV, -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, - 

cor 6 , -so 2 nr 6 r 7 , S(0)^R 9 , -occi-y^o-coOR 6 , 

-©(CH^oCONRV, -{lower alkylene)COOR 5 and -CH=CH-COOR 6 ; 

R 6 , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl 
wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
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condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 

32. (Original) A therapeutic combination according to claim 31, wherein 
the at least one bile acid sequestrant is administered concomitantly with the at 
least one sterol absorption inhibitor. 

33. (Original) A therapeutic combination according to claim 31 , wherein 
the at least one bile acid sequestrant and the at least one sterol absorption 
inhibitor are present in separate treatment compositions. 

34. (Original) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mamma! in need of such treatment an 
effecti ve amount of the therapeutic combination of claim 31 . 

35. (Currently Amended) A composition comprising: (a) at least one 
bile acid sequestrant; and (b) about 10 milligrams of a compound represented by 
Formula (II) below: 



^ ^ (II) 
or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the 
compound of Formula (II) or of the salt or solvate thereof. 
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36, (Currently Amended) A therapeutic combination comprising: (a) a 
first amount of at least one bile acid sequestrant; and (b) a second amount of 
about 10 milligrams of a compound represented by Formula (II) below: 



or pharmaceutically acceptable salt or solvate thereof, or prodrug of the 
compound of Formula (II) or of the salt or solvate thereof, wherein the first 
amount and the second amount together comprise a therapeutically effective 
amount for the treatment or prevention of a vascular condition, diabetes, obesity 
or lowering a concentration of a sterol in plasma of a mammal. 

37. (Withdrawn) A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) at least one sterol absorption inhibitor represented by Formula (111): 



or isomers thereof, or pharmaceutically acceptable salts or solvates of the 
compounds of Formula (III) or of the isomers thereof, or prodrugs of the 
compounds of Formula (III) or of the isomers, salts or solvates thereof wherein, 
in Formula (III) above: 




(H) 




(III) 
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1 3 

Ar is R -substituted aryl; 

2 4 

Ar is R -substituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and 2 are independently selected from the group consisting of -CH 2 - r 
-CH(lower alkyl)- and -C(dilower alky!)-; 

A is selected from -O-, -S-, -S(O)- or -S(0) 2 s 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR 9 

6 7 2 

and -0(CO)NR R ; R is selected from the group consisting of hydrogen, lower 

1 2 

alkyl and aryl; or R and R together are =0; 
q is 1 , 2 or 3; 
p is 0, 1 F 2, 3 or 4; 

R 5 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR fl , -OCCH^.gOR 9 , -0(CO)NR 6 R 7 f -NR 6 R 7 , 
-NR 6 (CO)R ? , -NR 6 (CO)OR 9 , 4v|R 6 (CO)NR 7 R 9 , -NR 6 S0 2 -lower alkyl, 
-NR e S0 2 -ary], -CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 _ 2 -alkyf> S(O) 0 . 2 -aryl, 
-O(CH 2 ) 1 . 10 -COOR 6 , -OCCH^^oCONR^ 7 , o-halogeno, m-halogeno, o-lower 

6 6 

alkyl, m-lower alkyl, -(lower alkylene)-COOR , and -CH-CH-COOR ; 

3 4 

R and R are independently 1-3 substituents independently selected from 

5 

the group consisting of R , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and 
p-halogeno; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R 9 is lower alkyl, aryl or aryl-substituted lower alkyl. 

38. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
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of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 37 and a pharmaceutical^ acceptable carrier. 

39. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 37. 

40. (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one sterol absorption inhibitor 
represented by Formula (III): 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (III) or of the isomers thereof, or prodrugs of the 
compounds of Formula (III) or of the isomers, salts or solvates thereof, wherein, 
in Formula (III) above: 



Y and Z are independently selected from the group consisting of -CH 2 -, 
CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -0-, -S-, -S(O)- or -S(0) 2 -; 




(HI) 



1 3 

Ar is R -substituted aryl: 

2 4 

Ar is R -substituted aryl: 

3 5 

Ar is R -substituted aryl; 
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R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR 9 

S 7 2 

and -0(CO)NR R ; R is selected from the group consisting of hydrogen, lower 

1 2 

alkyl and aryl; or R and R together are =0; 
q is 1 , 2 or 3; 
p is 0\ 1, 2, 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of 

-or 6 , -o(co)R s , -o(co)or 9 , -otci-y^oR 9 , -o(co)nrV, -nr s r 7 , 

-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 r -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -lower alkyl, 
-NR 6 S0 2 -aryl, -CON R 6 R ? , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 _ r alkyl, S(0)o_ 2 -aryl, 
-OfCH^Q-COOR 6 , -O(CH 2 ) 1 „ 10 CONR B R 7 l o-halogeno, m-halogeno, o-lower 
alkyl. m-lower alkyl, -(lower alkylene)-COOR 6 ( and -CH=CH-COOR 6 ; 

3 4 

R and R are independently 1-3 substituents independently selected from 

5 

the group consisting of R , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and 
p-halogeno; 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

■ 9 

R is lower alkyl, aryl or aryl-substituted lower alkyl, 
wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 

condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 

i 

mammal. 

41 . (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the therapeutic combination of claim 40. 

42. (Withdrawn) A composition comprising: 
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(a) at least one bile acid sequestrant; and 



(b) at least one sterol absorption inhibitor represented by Formula (IV): 

R 19 

Ar 1 -R 1 -C U 



(IV) 

or isomers thereof, or pharmaceLitically acceptable salts or solvates of the 
compounds of Formula (IV) or of the isomers thereof, or prodrugs of the 
compounds of Formula (IV) or of the isomers, salts or solvates thereof, wherein, 
in Formula (IV) above: 

2 

A is selected from the group consisting of R -substituted heterocycloalkyl, 

2 2 2 

R -substituted heteroaryl, R -substituted benzofused heterocycloalkyl, and R - 
substituted benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with ;the 3-position ring carbon of the azetidinone, forms 
"Rj— (R% 



the spiro group ^ R ^ b ; and 

R 1 is selected from the group consisting of: 

-(CH 2 ) q ~, wherein q is 2-6, provided that when Q forms a spiro ring, 
q can also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 ) r -. wherein G is -O-, -C(O)-, phenylene, -NR*- or 
-S(O) 0 _ 2 ^ e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) 9 -. wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
R 5 is selected from: 



: 
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-CH-, -C(C r C 6 alkylh -CDF-, -C(OH)-, -C(C 6 H 4 -R 9 )-, -ISI-, or- + NCr ; 



I 



I 



6 7 

R and R are independently selected from the group consisting of 
-CIV. -CH(C r C 6 alkyl)-, |C(dHCVC 6 ) alkyl), -CH=CH- and 

f 



-C(C r C 6 alkyl)=CHs or PC together with an adjacent R 6 , or R 5 together with an 
adjacent R 7 , form a ~CH=|:H- or a -CH=C(C r C 6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R 6 is -jpH=CH- or -C(C,-C 6 alkyl)=CH-, a is 1 ; provided that 
when R 7 is -CH-CH- or -dfC^C, alkyf)=CH-, b is 1; provided that when a is 2 or 
3, the R 6 's can be the sarnie or different; and provided that when b is 2 or 3. the 
R 's can be the same or different; 

and when Q is a boind, R also can be selected from- 

I; 

R10 R 12 Rio R10 

-M-Yd-C-Zj,-. -X^ffc^-Y.-fCX-Zp- or -X r (C) v -Y k -S(O) 0 . 2 - ; 
R 11 R13 ^ 

where M is -O-, -S-I-S(O)- or -S(0) r ; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 -. -CH((VC 6 alkyl)- and -C(di-(C,-C 6 ) alkyl); 

10 12 j 

R and R are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)foR 16 and-0<CO)NR 14 R 15 ; 



.11 



13 



aryl; or R 1 ° and R 11 together are =0. or R 12 and R 13 



R and R are independently selected from the group consisting of 
hydrogen, (C r C 6 )alkyl anc 
together are =0; 

d is 1,2 or 3; 
his 0,1, 2, 3 or 4; 

s is 0 or 1; t is 0 or ; m, n and p are independently 0-4; provided that at 
least one of s and t is 1, ar d the sum of m, n, p, s and t is 1-6; provided that 
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when p is 0 and t is 1 , the sum of m, s and n is 1^5; and provided that when p is 
0 and s is 1, the sum of rn, t and n is 1-5; 
visOorl; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

2 > 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C^C^Jalkyl, (C 2 -C 10 )alkeny|. (C 2 -C 10 )alkynyl, 
(C 3 -C e )cycloalkyl, (C 3 -C e )cycloalkeny|, R 17 -substituted aryl, R 17 -substituted 
benzyl, R -substituted benzyloxy, R -substituted aryloxy, halogeno, -NR 14 R 15 , 
NR 14 R 15 (C,-C 6 alkyleneh NR^R^CtOXC,-^ alkylene)-,-NHC(0)R 16 , OH, 

alkoxy, -OC(0)R 16 ;-COR 14 , hydroxy(C 1 -C 6 )alkyl, 
(C 1 -C 6 )alkoxy(C 1 -C 6 )alkyi; f N0 2 , -S(O) 0 . 2 R 16 , -S0 2 NR U R 15 and 
-(C-i-C 6 alkylene)COOR ; when R is a substituent on a heterocycloalkyl ring, R z 



is as defined, or is =0 or j ^-o' ; and, where R 2 is a substituent on a 

substitutable ring nitrogen, it is hydrogen, (C,-C 8 )alky|, aryl, (CpC^alkoxy, 
aryloxy, (C^-Cgjalkylcarbonyl, arylcarbonyl, hydroxy, -<CH 2 ) 1 ^CONR 16 R 1$ . 

1 

wherein J is -O-, -NH-, -NR - or -CH 2 -; 

3 4 ! 

R andR are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^C^alkyl, 

-OR 14 . -0(C0)R t4 . -0(CoioR 16 , -0(CH 2 )^OR 14 , -0(CO)NR l4 R 15 , -NR 14 R 15 . 

-NR 14 (CO)R 15 , -NR 14 (CO)bR 16 , W 4 (CO)NR 15 R 19 , -NR M S0 2 R ,S , -COOR 14 , 

-CONR 14 R 15 . -COR 14 , -S02NR 14 R 15 . S^R 1 ' -O(CH 2 ) 1 . 10 -COOR 14 , 

-OfCH^CONR'W 5 , -(C^Cg alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, 
-NO a and halogen; 
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R 3 is hydrogen, {4rC s )alky| f aryl (C.-C^alkyl, ^C(0)R 14 or-COOR 14 ; 

9 17 i. 

R and R are independently groups independently selected from the 
group consisting of hydrbgen. (C r C 6 )alkyl, (CVC 6 )alkoxy, -COOH. N0 2 , 
-NR 1 V 5 P OH and halog^no; 

14 15 !' 

R and R are independently selected from the group consisting of 
hydrogen, (C^-C^alky!, aryl and aryl-substituted (C r C 6 )alkyi; 

16 17 

R is (C 1 -C 6 )alkyl i ; aryl or R -substituted aryl; 

R 18 is hydrogen orlfC^C^alkyl; and 

R is hydrogen, hydroxy or (C.,-C 6 )alkoxy. 

43. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a fnammal, comprising a therapeutically effective amount 
of the composition of clairn 42 and a pharmaceutical^ acceptable carrier. 

i 

! 

]' 

44. {Withdrawn} A method of treating or preventing a vascular 

condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 

' i 

mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 42. 

j 

45. (Withdrawn)" A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

f 
\ 

(b) a second amount of at least one sterol absorption inhibitor 
represented by Formula (IV/): 
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Ar 1 -R 1 -Q. 



(IV) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IV) or of the isomers thereof, or prodrugs of the 
compounds of Formula (iy) or of the isomers, salts or solvates thereof, wherein, 
in Formula (IV) above: 



A is selected from the group consisting of R -substituted heterocycloalkyl, 

2 

R -substituted heteroaryl, 
substituted benzofused heteroaryl; 



2 2 

R -substituted benzofused heterocycloalkyl, and R - 



1 3 

Ar is aryf or R -substituted aryl; 
Ar is aryl or R -substituted aryl; 
Q is a bond or, with the 3-position ring carbon of the azetidinone, forms 



R s 
7 I 

the spiro group ^ R ^ 



R is selected from 



; and 

i the group consisting of: 
-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, 
q can also be zero or 1 ; 

-(CH 2 ) e -G-(dH 2 ) r , wherein G is -O-, -C(O)-, phenylene, -NR°- or 
S(O) 0 _2-, e is 0-5 and r is 3-5, provided that the sum of e and r is 1-6; 
(C 2 -C 6 alkenylene)-; and 

(CH 2 ) r V-(C H 2 ) g - l wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 

5 

R is selected from 

. i| i i I I 

-CH-, -C(CtC 6 alkyl)-, -Of- -C(OH)-, -C(C 6 H 4 -R 9 )-,-N-, or - + NO" ; 
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S 20 

;' 
i. 

__6 7 .! 

R and R are independently selected from the group consisting of 
-CH 2 -, -ChKCVCe aIkyl> tr C(di-(C r C 6 ) alkyl), ^CH=CH- and 

-C(C r C 6 alky|)=CH-; or R 5 together with an adjacent R 6 , or R 5 together with an 

7 1 

adjacent R , form a -CH=CH- or a -CH-C^-Cq alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; 
provided that when R 6 is hCH=CH- or -C(C r C 6 alkyl)=CH-, a is 1 ; provided that 
when R 7 is -CH=CH- or -0(0,^ alkyl)=CH-, b is 1 ; provided that when a is 2 or 
3, the R 6, s can be the same or different; and provided that when b is 2 or 3, the 
R 7 's can be the same or different; 

and when Q is a bond-, R 1 also can be selected from: 

R 10 : F' 2 R 10 R 10 

-M-Y d -C-Z h — , -Xjn-jtC^-Y^ffilt-Zp- or -X,-(C) v -Y k -S(O) 0 . 2 -; 

R 11 R13 ^ R« 

where M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 - 7 -CH(C r C 6 alkyl)» and -C(di-(C r C 6 ) alkyl); 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 . -0(CO)R 14 r -0(CO|)OR 16 and -0(CO)NR 14 R 15 ; 

11 13 I, 

R and R are independently selected from the group consisting of 
hydrogen. (C-,-C B )alkyl and aryl; or R 1 ° and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1 , 2 or 3; 

h is0 f 1, 2. 3 or 4; :i 

s is 0 or 1; t is 0 or>1; m, n and p are independently 0-4; provided that at 

i 

least one of s and t is 1 , and the sum of m r n, p, s and t is 1-6; provided that 
when p rs 0 and t is 1 , thejsum of m, s and n is 1-5; and provided that when p is 
0 and s is 1, the sum of m; t and n is 1-5; ' 

visOoM; jj 

■i 

r 

I 
ii 
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j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C r C 10 )alkyl, (C 2 -C 10 )aJkenyI, (C 2 -C 10 )alkynyl, 

(C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkenyl, R -substituted aryl, R -substituted 

17 17 14 15 

benzyl, R -substituted benzyloxy, R -substituted aryloxy, halogeno, -NR R , 
NR^R 15 ^-^ alkylene)-!; NR 14 R 15 C(0)(C r C 6 alkylene)-,-NHC(0)R 16 , OH, 
C^Cg alkoxy, -OC(0)R 16 , -COR 14 , hydroxy(C 1 -C 6 )alkyl l 
(C 1 -C e )alkoxy(C 1 -C e )alkyl l N0 2 , -S(O) 0-2 R 16 , -S0 2 NR 14 R 15 and 
-(C^-Cg alky1ene)COOR 14 when R 2 is a substituent on a heterocycloalkyl ring, R 2 

is as defined, or is =0 or;' ^o' ; and , where R is a substituent on a 

substitutable ring nitrogen, it is hydrogen, (C^C^alkyl, aryl, (C^CgJalkoxy, 

1B 18 

aryloxy, (C^CgJalkylcarbonyl, arylcarbonyl, hydroxy, -(CHJ^CONR R , 



wherein J is -O-, -tiH-, -NR - or -CH 2 -; 

3 4 !• 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of {C r C 6 )alky|, 

-OR 14 , -0(C0)R 14 , -0(CO:)OR 16 , -0(CH 2 ) l , 5 OR 14 | -0(C0)NR 14 R 15 1 -NR 14 R 15 , - 

NR 14 (CO)R 15 f -NR^CCOJOR 16 , -NR 14 (CO)NR 1 V*, -NR M S02R 1 *, -COOR™ 

-CONR 14 R 15 T -COR 14 , -S62NR 14 R 15 , S(O) 0 „ 2 R 16 -©(CH^^-COOR 14 , 

-OfCH^^CONR^R 15 , -(b^Cg alkyfene)-COOR 14 , -CH=CH-COOR U , -CF 3 , -CN, 
-N0 2 and halogen; j 

R a is hydrogen, (c]-C B )alkyl, aryl (C r C 6 )alkyl, -C(0)R 14 or-COOR 14 
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9 17 r 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C^C^alky), (C 1 -C 6 )alkoxy ? -COOH, N0 2 , 

-NR 14 R 15 f OH and halogeno; 

R 14 and R 15 are independently selected from the group consisting of 
hydrogen, (C^CeJalkyl, alryl and aryl-substituted (C r C 6 )alkyl; 

R 1S is (C^CgJalkyl^ aryl or R -substituted aryl; 

is ' i 

R is hydrogen orji(C 1 -C 6 )alkyl; and 

R 19 is hydrogen, hydroxy or (C 1 -C 6 )alkoxy, 

wherein the first amount [and the second amount together comprise a 

I' 

therapeutically effective amount for the treatment or prevention of a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 



46. (Withdrawn) A method of treating or preventing a vascular 

condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a. 

i: 

mammal, comprising thejjStep of administering to a mammal in need of such 
treatment an effective amount of the therapeutic combination of claim 45. 



47. (Withdrawn) A composition comprising: 
(a) at least one bile acid sequestrant; and 



(b) at least one; sterol absorption inhibitor represented by Formula (V): 



R 
l 

Ark (C) q ^ S(°)r. , 



At 2 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (V) or of the isomers thereof, or prodrugs of the 



(V) 
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compounds of Formula (V) or of the isomers, salts or solvates thereof, wherein, 
in Formula (V) above: 

Ar is aryl, R -substituted aryl or heteroaryl; 
Ar is aryl or R -substituted aryl; 
Ar is aryl or R 5 -su:bstituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkylK 

R is -OR 6 , -0(CO)R 6 f -0(CO)OR* or 0(CO)NR 6 R 7 ; r' is hydrogen, lower 
alkyl or aryl; or R and R 1 together are =0; 

q is 0 or 1 ; 

r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1.2. 3, 4 or 5; j; 

4 I 

R is 1-5 substrtue|ts independently selected from the group consisting of 
lower alkyl, -OR*, -0(Coj^\ ~0(CO)OR 9 , -OfCH^OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R ? , -NR 6 (CO)R 7 , -NR P (CO)OR 9 f -NR 6 (CO)NR ? R fl , -NR 6 S0 2 R 9 , -COOR 6 , 



SfO^R , -O(CH 2 )^ 10 -COOR S , 



-CONrV, -COR 6 , -S0 2 

-O(CH 2 V 10 CONRV> -(Icjjjver aJkylene)COOR 6 and -CH=CH-COOR 6 ; 

R is 1-5 substituer|ts independently selected from the group consisting of 
OR 6 , -0(CO)R 6 , -O(CO)0F* 9 , -0(CH 2 ) VS OR 6 , -O(C0)NR 6 R 7 , -NrV, 
-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 ( -NR°(CO)NR 7 R 9 i 4MR 6 S0 2 R*, -COOR*. -CONrV, - 
COR 6 , -S0 2 NR 6 R 7 , S(oJr 9 , -O(CH 2 )^ l0 -COOR 6 , ^(CH^^CONrV, -CF 3 , 
-CN, -N0 2 , halogen, -(lower alkytene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 U 

R . R and R are independently selected from the group consisting of 



hydrogen, lower afky), arylj 



y 

R is lower alkyi, aryl or aryl-substituted lower alkyl; and 



&nd aryl-substituted lower alkyl; 
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-nrV, -NR 6 (CO)R 7 , 



-CONR 6 R 7 , -COR 6 , -SO. 
-O(CH 2 ) 1 . 10 CONR 6 R 7 , 



24 



10 

R is 1-5 substitu|ents independently selected from the group consisting of 
lower alkyl, -OR", -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR e i -0(CO)NR 6 R ? , 



NR 



6 (CO)OR 9 , ^NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 5 , 



NrV> -S(0)o_ 2 R 9 , -O(CH 2 ) 1w10 -COOR 6 , 



<3F 31 -CN, -N0 2 and halogen. 



48. (Withdrawrijj A pharmaceutical composition for the treatment or 

preventron of a vascular 'condition, diabetes, obesity or lowering a concentration 

f j 
of a sterol in plasma of a; mammal, comprising a therapeutically effective amount 

of the composition of claim 47 and a pharmaceutical^ acceptable carrier. 



49, (Withdrawrf i A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 



mammal, comprising thej 
treatment an effective a 

50. (Withdrawn] 
(a) a first amo 



step of administerinig to a mammal in need of such 
ount of the composition of claim 47. 

A therapeutic combination comprising: 
nt of at least one bile acid sequestrant; and 



(b) a second amount of at least one sterol absorption inhibitor 
represented by Fdiinula (V): 



ArV .(C) 



X m I . Y n i s 

R 



Ar 2 



O 



(V) 
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or isomers thereof, or pharmaceutically acceptable salts or solvates of the 
compounds of Formula w) or of the isomers thereof, or prodrugs of the 
compounds of Formula fff) or of the isomers, salts or solvates thereof, wherein, 
in Formula (V) above: 

1 10 J i 

Ar is aryl, R -substituted aryl or heteroaryl; 



■ R -SMt 



Ar* is aryl or R^-sSbstituted aryf; 
Ar 3 is aryl or R 5 -s|bstituted aryl; 

X and Y are indelbndently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- |md -C(dilower alkyl)-; 



I 



R 5 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 



together are =0; 



R is -OR f -0(CO 

alkyl or aryl; or R and R 
q is 0 or 1 ; 
r is 0, 1 or 2; 

m and n are independently 0, 1, 2. 3 t 4 or 5; provided that the sum of m, n 
and q is 1,2, 3, 4 or 5; 



R is 1-5 substitue 

6 



jnts independently selected from the group consisting of 
lower alkyl. -OR°, -0(CQ)R 6 , -0(CO)OR 9 , -OtCHJ^OR 6 . -0(CO)NR G R 7 t 
-NR 6 R 7 , -NR 6 (CO)R 7 , -Is ^(CO)OR 9 . -NR^COJNRV, -NR*S0 2 R 9 , -COOR 6 , 
-CONrV, -COR 6 , -SO,NrV. S(O) 0 „ 2 R 9 , ^(CH^p-COOR 6 , 
-O(CH 2 ) v10 CONR 6 R 7 , -(ijbwer alkyl ene)COOR 6 and -CH=CH-COOR 6 ; 



R is 1-5 substitu< 
-OR 6 , -0(CO)R 6 , -0(COj 
-NR 6 (CO)R 7 , -NR 6 (CO)^ 
COR*, -SQ 2 NrV, S(0 
-CN, -N0 2 , halogen, -(lc 

R 6 , R 7 and R 8 an 



nts independently selected from the group consisting of 
>R 9 , -0(CH 2 ) v5 OR 6 , -0(CO)NR 6 R ? , -NR 6 R ? , 
- 9 , -NR e (CO)NR 7 R 8 T -NR 6 S0 2 R 9 p -COOR 6 , -CONrV, - 
^R 9 , -OtCH^^.o-COOR 3 , -OtCH^.^CONR^ 7 . -CF 3 , 
^er alkylene)COOR 6 and -CH=CH-COOR 6 ; 



independently selected from the group consisting of 
hydrogen, lower alkyl, ar/1 and aryl-substituted lower alkyl; 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl; and 
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-NrV, -NR 5 (CO)R 7 , -NR 
^CONR 6 R ? , -COR 6 , -S0 2 
-O(CH 2 ) 1-10 CONR 6 R 7 . -CF 



26 



6 7 



lower alkyl, -OR , -0{CO)R , -0(CO)OR*. -0(CH 2 )^0R . -0(CO)NR R , 



(CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , 
V, -S(O) 0 _ 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 ! 
-CN, -N0 2 and halogen, 



wherein the first amount afod the second amount together comprise a 
therapeutically effective aipount for the treatment or prevention of a vascular 
condition, diabetes, obesi 
mammal. 



51. (Withdrawn) 
condition, diabetes t obesiV 
mammal, comprising the * 
treatment an effective a 



52. (Withdrawn) 

(a) at least one 

(b) at least one 



or lowering a concentration of a sterol in plasma of a 



method of treating or preventing a vascular 
or lowering a concentration of a sterol in plasma of a 
of administering to a mamma! in need of such 
m^unt of the therapeutic combination of claim 50. 



A composition comprising: 
lie acid sequestrant; and 

terol absorption inhibitor represented by Formula (VI): 



R4 



(R>- 



^21 



(VI) 



or isomers thereof, or pha naceutically acceptable salts or solvates of the 
compounds of Formula (VI) or of the isomers thereof, or prodrugs of the 
compounds of Formula (VI) or of the isomers, salts or solvates thereof, wherein: 
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when R3 is -CH=CH- or 
3, the R2 r s can be the sai 
F?3 f s can be the same or c 



27 



;-, -b(OH)-. -C(QH 5 K -b(C 6 H 4 -R 15 )-. 



R1 is 

-CH-, -C(lower alkyl)-> -b 
- N- or -*N O" ; 



R2 and R3 are independently selected from the group consisting of: 
CH2-, -CH(lower alkyl)-, - ;(di-lower alky!)-, -CH=CH- and -Cflower alky!)=CH-; 
or 

R1 together with an adjacHnt R2, or R1 together with an adjacent R3, form a 
CH~CH- or a -CH=C(fow = r alkyl)- group; 

u and v are independently 0, 1 , 2 or 3, provided both are not zero; 
provided that when R2 is \ 2H=CH- or -Cflower alkyl)=CH-, v is 1 ; provided that 

lower alkyl)=CH- t u is 1 ; provided that when v Is 2 or 
or different; and provided that when u is 2 or 3, the 
Terent; 



R4 is selected frord B-(CH2)mC(0)-, wherein m is 0, 1, 2, 3 f 4 or 5; 
B-(CH2)q-. wherein q is 0, 1,2. 3, 4, 5 or 6; 
B-(CH2krZ-(CH2)r* whei -in Z is -O-, -C(O)-, phenylene, -N(R8)- or -3(0)0-2-, e 
is 0, 1, 2, 3, 4 or 5 and r isjo, 1, 2, 3, 4 or 5, provided that the sum of e and r is 0, 
1, 2, 3, 4, 5 or 6; 
B-(C2-Ce alkenylene)-; 
B-(C4-Ce alkadienylene)-; 
B-(CH2)t-Z-(C2-C6 alkenvfene)-, wherein Z is as defined above, and wherein t is 

pe sum oft and the number of carbon atoms in the 
5 or 6; 

B-(CH2)fV-(CH2)g-. wherjkin V is C3-C6 cycloalkylene P f is 1 , 2, 3, 4 or 5 and g 
is 0, 1 , 2, 3, 4 or 5. provid< j i that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)bV-(C2-C6 alken J ene)- or 



0, 1, 2 or 3, provided that 
alkenyfene chain is 2, 3, 4 
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B-(C2-C6 alkenylene)-V-(| ^H2)t-. wherein V and t are as defined above, provided 
that the sum of t and the i umber of carbon atoms in the alkenylene chain is 2, 3, 
4, 5 or 6; 

B-(CH2)a-Z-(CH2)b-V-(C 2)d~* wherein Z and V are as defined above and a, b 
and d are independently ( 1 , 2, 3, 4, 5 or 6 F provided that the sum of a, b and d 
15 0,1,2,3,4, 5 or 6; or 

T-(CH2)s-. wherein T is cjjcloalkyl of 3-6 carbon atoms and s is 0, 1, 2, 3, 4, 5 or 
6; or 

II ' 
R-l and R4 together form the group B-CH-C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, 
heteroaryl or W-substitute I heteroaryl, wherein heteroaryl is selected from the 
group consisting of pyrroll , pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl T 



thiazolyl, pyrazolyl. thieny 



heteroaryls, the N-oxides 



lereof, or 



oxazolyl and furanyl, and for nitrogen-containing 



Rl5 
7 

R17 

W is 1 to 3 subst uents independently selected from the group 




consisting of lower alky], Y 



R7-benzyl, benzyloxy, R7 
-N(R8)(R9). N(Rs)(R9Ho> 
halogeno, -CN, -N3, -NH 



rciroxy lower alkyl, lower alkoxy, alkoxyalkyl. 
alkoxyalkoxy, alkoxycarbc lylalkoxy, (lower alkoxyimino)-lower alkyl, lower 
alkanedioyf, lower alkyl lo er alkanedioyl, allyloxy. -CF3, -OCF3. benzyl, 

Denzyloxy, phenoxy, R7-phenoxy, dioxolanyl, NO2, 
er alkylene-, N(Rs)(R9)-lower alkylenyloxy-, OH, 
P)OR10. -NHC(0)R10, R11O2SNH-, (R1102S)2N-,- 
S(0)2NH2. -S(O)0-2R8. tlft-butyldimethyl-silyloxymethyl, -C(0)R-|2, 
-COOR19, -C0N(R8)(R9)|-CH=CHC(0)R12, -lower alkylene-C(0)Rl2, 
Rl0C(O)(lower alkylenylo: y)-, N(R8)(Rg)C(t))(lower alkylenyloxy)- and 



CH 2 - 



for substfflution on ring carbon atoms, 
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Rg and R9 are ind 
R10 is selected froi 
R-l 1 is selected fro 



29 



and the substituents on tl- 3 substituted heteroaryl ring nitrogen atoms, when 
present, are selected fron the group consisting of lower alkyl, lower alkoxy, - 
C(0)ORio, -C(O)Ri0> 0\ , N(R8)(R9Hower alkylene-, 

N(R8)(R9)-lower alkyleny >xy- p -S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups in lependently selected from the group consisting of 
lower alkyl, lower alkoxy, COOH, NO2, -N{Rs)(R9), OH, and halogeno; 

|pendently selected from H or lower alkyl; 

lower alkyl , phenyl, R7-phenyl, benzyl or R7-benzyl; 
OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7- 



benzyl; 



R12 is selected fr< 



- N 



R13 



. -N(Re 



H, OH. alkoxy, phenoxy, benzyloxy, 



(R9), lower alkyl, phenyl or R7-phenyl; 



R13 is selected froi 11 -O-, -CH2-. ~N(Iower alkyl)- or-NC(0)Rig; 

R15, R16 and R17 are independently selected from the group consisting 
of H and the groups defint d for W; or R15 is hydrogen and R16 and R17, 
together with adjacent car >on atoms to which they are attached, form a 
dioxolanyl ring; 

R19 is H, lower alki, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of 
phenyl, W-substituted phe >yl, naphthyl ? W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzc iioxolyl, heteroaryl, W-substituted heteroaryl, 

substituted benzofused heteroaryl and cyclopropyl, 
fined above. 



benzofused heteroaryl, W 
wherein heteroaryl is as d 



53. (Withdrawn) 
prevention of a vascular 0 



pharmaceutical composition for the treatment or 
ndition, diabetes, obesity or lowering a concentration 
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of a sterol in plasma of a 
of the composition of claiflh 



54. (Withdrawn 



mammal, comprising the 



30 

nammal, comprising a therapeutically effective amount 
52 and a pharmaceutical^ acceptable carrier. 



A method of treating or preventing a vascular 



condition, diabetes, obesi y or lowering a concentration of a sterol in plasma of a 



;tep of administering to a mammal in need of such 



treatment an effective amount of the composition of claim 52. 



55, (Withdrawn) 



A therapeutic combination comprising: 



(a) a first amouftt of at least one bile acid sequestrant; and 



(b) a second ai 



represented by Formula (V\) 



or isomers thereof, 



■ 

', or pharm; 



iount of at least one sterol absorption inhibitor 



R 4 



\i-(R 2 )v A / Rzo 



(Ra)u- 



O R 21 



(VI) 



laceutically acceptable salts or solvates of the 
compounds of Formula (V ) or of the Isomers thereof, or prodrugs of the 
compounds of Formula (V ) or of the isomers, salts or solvates thereof, wherein: 
R1 is 

-CH-, -C(lower alkylh -b ■-, -b(OH)-, -C(QH 5 )-. -b(C 6 H 4 -R 15 )-, 
- rV- or -*N O" : 

R2 and R3 are independently selected from the group consisting of: 
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-CH=CH- or a -CH=C(lou 
u and v are indepe 
provided that when R2 is 



31 



-CH2-, -CH(lower alkyl)-. {[Cfdi-tower alky!)-, -CH=CH- and -C(lower alkyl)=CH-; 
or 

Rl together with an adjadbnt R2, or R1 together with an adjacent R3, form a 

er alkyl)- group; 

ndently 0, 1 , 2 or 3, provided both are not zero; 
-CH=CH- or-C(lower alkyl)=CH-, v is 1; provided that 
when R3 is -CH=CH- or -j^lower alkyl)=CH-, u is 1; provided that when v is 2 or 

3, the R2 f s can be the sa ne or different; and provided that when u is 2 or 3, the 
R3's can be the same or different; 

R4 is selected fror i B-(CH2)mC(0)-, wherein m is 0, 1, 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is C , 1 T 2, 3, 4, 5 or 6; 

B-(CH2)e-Z-(CH2)r* whe ein z is -°"» - C (°K phenylene, -N(Rs)- or -S(0)o-2-t e 
is 0, 1 , 2, 3, 4 or 5 and r i j 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 
1.2, 3, 4, 5 or 6; 
B-(C2-C6 aikenylene)-; 
B-(C4-C6 alkadienylene) t 

B-{CH2)t-Z-(C2-C6 alken Wene>, wherein Z is as defined above, and wherein t is 
0, 1 , 2 or 3, provided thai the sum of t and the number of carbon atoms in the 
aikenylene chain is 2, 3 f L 5 or 6; 

B-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1, 2, 3, 4 or 5 and g 
is 0, 1 , 2, 3, 4 or 5, providbd that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkert^lene)- or 
B-(C2-Ce alkenylene)-\/- CH2)t-, wherein V and t are as defined above, provided 
that the sum of t and the lumber of carton atoms in the aikenylene chain is 2. 3, 

4, 5 or 6; 

B-(CH2)a-Z-{CH2)b~V-(<3H2)d-, wherein Z and V are as defined above and a, b 
and d are independently j), 1,2, 3, 4, 5 or 6, provided that the sum of a, b and d 
is 0, 1 , 2, 3 r 4, 5 or 6; or 
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T-(CH2)s-. wherein T is cjycloalky! of 3-6 carbon atoms and s is 0, 1 , 2, 3, 4, 5 or 
6; or 



R1 and R4 tog ethdj- form the group B-CH=C- ; 
B is selected from jndanyl, indenyl, naphthyl, tetrahydronaphthyl, 
heteroaryl or W-substitute p heteroaryl, wherein heteroaryl is selected from the 
group consisting of pyrrol 4, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, 

, oxazolyl and furanyl, and for nitrogen-containing 
thereof, or 



thiazolyl, pyrazolyl, thienv 
heteroaryls, the N-oxides 



R15 

R 17 

W is 1 to 3 subs ituents independently selected from the group 
consisting of lower alkyl, I ydroxy lower alkyl. lower alkoxy, alkoxyalkyl, 
alkoxyalkoxy, alkoxycarbc nylalkoxy, (lower alkoxyimino)-lower alkyl, lower 
alkanedroyl, lower alkyl lo ver alkanedioyl, allyloxy, -CF3, "OCF3, benzyl, 

benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, NO2, 
vrer alkylene-, N(Ra)(Rg)-lower alkylenyloxy-, OH, 
halogeno, -CN, -NHd {O)ORi0. -NHC(O)Ri0> R11O2SNH-, (R-m02S) 2 N-, 
S(0)2NH2, -S(O)0^2R8. tU-butyldimethyl-silyloxymethyl, -C(0)R12, 
-COOR19, -CON(R8)(Rg[ -CH=CHC(0)Ri2, -lower alkylene-C(0)Ri 2 , 
Rl0C(O)(lower alkylenylcjfy)-, N(R8)(R9)C(0)(lower alkylenyloxy)- and 



R7-benzyl, benzyloxy, R7 
-N(R 8 )(R9), N(R8)(R9)-lo 



- CH 2 - N R 13 

N — / for subs 

and the substituente on tY 

present, are selected froi 

C(O)ORi0. -C(O)Ri0. O 

N(Rg)(Rg)-lower alkylen; 

R7 is 1-3 groups in] 

lower alkyl, lower alkoxy, 



tution on ring carbon atoms, 
substituted heteroaryl ring nitrogen atoms, when 
the group consisting of lower alkyl, lower alkoxy, - 
. N(R8)(R9>lower alkylene-, 

xy- T -S(0)2NH2 and 2-(trimethylsilyI)-ethoxyrnethyl; 
ependently selected from the group consisting of 
COOH, NO2, -N(R8)(R9), OH, and halogeno; 
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Rq and Rg are ind ^pendently sefected from H or lower alkyl; 

R10 is selected frc m lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzy|; 

R-11 is selected Ire m OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7- 



benzyl; 



,N(R 
R1 3 is selected fr( 
Rl5- R16 and R1 
of H and the groups defir 



R12 is selected fqDm H 7 OH, alkoxy, phenoxy, benzyloxy. 
/ — v 



0(R9). lower alkyl, phenyl or R7-phenyl; 
m -O-, -CH2-, -NH-, -N(lower alkyl)- or-NC(0)Rig; 
are independently selected from the group consisting 
ed for W; or R15 is hydrogen and R<\q and R-|7, 
together with adjacent ca bon atoms to which they are attached, form a 
dioxolanyl ring; 

R19 is H, lower alflyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are idependently selected from the group consisting of 
phenyl, W-substituted ph *nyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benz )dioxolyl, heteroaryl, W-substituted heteroaryl, 
benzofused heteroaryl, V '-substituted benzofused heteroaryl and cyclopropyl, 
wherein heteroaryl is as defined above, 

wherein the first amount and the second amount together comprise a 



therapeutically effective j 
condition, diabetes, obes 
mammal. 



mount for the treatment or prevention of a vascular 
ty or lowering a concentration of a sterol in plasma of a 



56. (Withdrawr ) A method of treating or preventing a vascular 



condition, diabetes, obes 
mammal, comprising the 
treatment an effective ai 



57. (Withdraw! 



r, 



ty or lowering a concentration of a sterol in plasma of a 
step of administering to a mammal in need of such 
ount of the therapeutic combination of claim 55. 
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(a) at least one 

(b) at least one sterol 
(VIIB): 



34 

bile acid sequestrant; and 

absorption inhibitor represented by Formula (VIIA) or 



or 



Ais-CH=CH-. -C= 
B is 



F 


. I 


— o 


, N 



R4 



(VIIA) 



I 


. ! 




1 N 



O R4 

(VIIB) 

or isomers thereof, or phajtmaceutically acceptable salts or solvates of the 
compounds of Formulae ( /IIA) or (VJIB) or of the isomers thereof, or prodrugs of 
the compounds of Formul le (VIIA) or (VIIB) or of the isomers, salts or solvates 
thereof, wherein In Formu ae (VIIA) and (VIIB): 

f C- or -(CH2) P - wherein p is 0, 1 or 2; 



/ Rl 

_Jf^T R2 



B' is 
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D is -(CH2)mC(0) ; 

EisClQto C20 al| 
straight or branched, sat 

R is hydrogen, Ci 
one or more double bond| 

R1. R2> R3, R1'. 
consisting of hydrogen, 
halogeno, lower alkylami 
S(0)2NH2; 

R4is 



wherein n is O r 1, 2 or 3; 

R5 »s lower alkyl; 
R6 is OH, lower alky!, ph 



-A 



*\^R 2 



R 3 » 



or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 
[yl or -C(0)-(C9 to Cl9)-alkyl, wherein the alkyl fs 
*ated or containing one or more double bonds; 
15 alkyl, straight or branched, saturated or containing 
or B-(CH2)r -> wherein r is 0, 1 F 2, or 3; 
>\ and R3' are Independently selected from the group 
rer alkyl, lower alkoxy, carboxy, NO2, NH2, OH, 
dilower alkylamino, -NHC(0)OR5, R6O2SNH- and - 



(OR 5 ) n 



Ind 



yl, benzyl or substituted phenyl wherein the 
substituents are 1-3 grouls independently selected from the group consisting of 
lower alkyl, lower alkoxy, Jarboxy, NO2, NH2. OH T halogeno, lower alkylamino 
and dilower alkylamino 



58. (Withdrawn 1A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of clairl 57 and a pharmaceutical^ acceptable carrier. 
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59. (Withdrawn 
condition, diabetes, obesfy 
mamma), comprising the 
treatment an effective anfcunt 



60. (Withdrawn 
(a) a first amoi^it 

(b) a second amount 
Formula (VIIA) or (VIIB): 



or 



compounds of Formulae 
the compounds of Formu 



thereof, wherein fn Formu ae (VHA) and (VIIB):: 



Ais-CH=CH-, -C 



36 



A method of treating or preventing a vascular 

or lowering a concentration of a sterol in plasma of a 
tep of administering to a mammal in need of such 
of the composition of claim 57. 



A therapeutic combination comprising: 
of at least one bile acid sequestrant; and 

at least one sterol absorption inhibitor represented by 



I 

A 



B* — D- 



R4 



(VIIA) 



-N, 



R4 



(VIIB) 



or isomers thereof, or phs maceutically acceptable salts or solvates of the 



/IIA) or (VIIB) or of the isomers thereof, or prodrugs of 
le (VIIA) or (VIIB) or of the isomers, salts or solvates 



-C- or ~(CH2)fr wherein p is 0, 1 or 2; 
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B is 



/ R1 

> 

^R 3 



B' is 



R 3 ' 



D is (CH2)mC(0) 
E is Cio to C20 all 

straight or branched, sati 
R is hydrogen, Ci 

one or more double bond 

R1. R2. R3. R r> R ! 

consisting of hydrogen, I 
halogeno, lower alkylamii 
S(0)2NH2: 
R4 is 



or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 

or -C(0)-(Cg to Cig)-alkyl, wherein the alkyl is 
ated or containing one or more double bonds; 
15 alkyl, straight or branched, saturated or containing 
, or B-(CH2)r -■ wherein r is 0, 1 , 2. or 3; 
and are independently selected from the group 
er alkyl, lower alkoxy, carboxy, NO2, NH2, OH, 
, dilower alkylamino, -NHC(0)OR5, R6°2SNH- and| - 



(OR 5 )n 



wherein n is 0, 1, 2 or 3; 

' R5 is lower alkyl; 
R6 is OH, lower alkyl f ph€ 
substituents are 1-3 group 
lower alky! , lower alkoxy, 
and dilower alkylamino, 
wherein the first amount 
therapeutically effective 



iyl, benzyl or substituted phenyl wherein the 

independently selected from the group consisting of 
[arboxy, NO2, NH2, OH, halogeno, lower alkylamino 

id the second amount together comprise a 

lount for the treatment or prevention of a vascular 
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mamma), comprising the 
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condition, diabetes, obesijy or lowering a concentration of a sterol in pfasma of a 
mammal. 



A method of treating or preventing a vascular 



condition, diabetes, obesita or lowering a concentration of a sterol in plasma of a 



step of administering to a mammal in need of such 



treatment an effective amount of the therapeutic combination of claim 60. 



62. (Withdrawn; i 

(a) at least one 

(b) at least one 



(VIII): 



|A composition comprising: 
He acid sequestrant; and 

sterol absorption inhibitor represented by Formula 



Ar 1 -R 1 -Q 



or isomers thereof, or . 
compounds of Formula (\| 
compounds of Formula (\| 
in Formula (VIII) above, 

R26 isHor OG 1 ; 

G and G 1 are 



(VIII) 

phairmaceutically acceptable salts or solvates of the 
II) or of the isomers thereof, or prodrugs of the 
II) or of the isomers, salts or solvates thereof, wherein. 



independently selected from the group consisting of 



H. 



-<f~\'HOR 3 
C0 2 R 2 



Qp? or 4 <W OR7 



'IOR 5 



CH 2 OR b 



OR 4 
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and 



S r3 c 



@R 3a 



provided that when R 26 is H or 



;(0)-N(R31)., -NH^C(0)-N(R31)- and 

spendently selected from the group consisting of H, 



OH, G is not H; 

R, Ra and R b are independently selected from the group consisting of H, 
OH, halogeno, -NH2, azilo, (Ci-C6)alkoxy(Ci-C6)-alkoxy or ^W-R30 ; 

W is independent!! selected from the group consisting of 
-NH-C(O)-, -0-C(0)- t -O- 
-0-C(ShN(R31)-; 

R 2 and R6 are ind 
(Ci-Ce)alkyl, aryl and arJ(C<i -Chalky]; 

R 3 R 4 R 5 , R 7 R|'a and R 4 a are independently selected from the group 
consisting of H, (Ci-C6)a[kyl. aryl(Ci-C 6 )alKyl. -C(0)(Ci-C B )alkyl and 
-C(G)aryl; 

r30 | S selected froki the group consisting of R 32 -substituted T, 
R 32 -substituted-T-(Ci-Crf)alkyl. R3 2 ^substituted-(C2-C4)alkenyl, 
R 32 -substituted-(Ci -C6)aj kyl, R 3 2-substitufed-(C3^C7)cycloalkyl and 
R32. su bstituted'-(C3-C7)^ycloalkyl(Ci-C6)alkyl; 

R 31 is selected fro| p the group consisting of H and (Ci-C4)alkyJ; 

T is selected from t ie group consisting of phenyl, furyt, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazclyl, iosthrazolyl, benzothiazofyi, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently 
selected from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)a!kylsulfanyl, 
(Ci-C4)a!kylsulfinyl. (C1-C 4)alkylsulfonyl, -N(CH3)2. -C(0)-NH(Ci-C4)alkyl, 



i 

PAGE 41160 ' RCVD AT 7112/2004 2:46:23 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/6 * DNIS:8729306 * CSID:908 298 5405 * DURATION (mm-ss):1M2 



07/12/04 15:00 FAX 908 298 5405 



is attached and R32 f orrT j ; 
or morpholinyl group, or a 
piperidinyl, N-methylpipe 
Ar 1 is aryl or R 10 - 
Ar 2 is aryl or R 1 1 
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-C(0)-N((Ci-C4)alkyl) 2f "b(OHCi-C 4 )alkyl f -C(OMCi-C 4 )alkoxy and 
pyrrolidinyicarbonyl; or Fp2 j s a covaJent bond and R31 f the nitrogen to which it 

a pyrrolidine , piperidinyl, N-methyl-piperazinyf. indofinyl 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyJ, 
azinyl, indolSnyl or morpholinyl group; 
ubstituted aryl; 
ubstituted aryl; 



Q is a bond or, with the 3-position ring carbon of the azetidinone, 



<R)i-» 



forms the spiro group (™ w Shr~ 1 ; and 

R 1 is selected frorjj the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, 
q can also be zero or 1 ; 

-(CH2)e-E-(|'H2)r-, wherein E is -O-, -C(O)-, phenylene, -NR22_ or 
-S(O)0-2-. e is 0-5 and r is 0-5. provided that the sum of e and r is 1-6; 
-(C2-C6)alk =>nylene-; and 

-(CH2)f-V-{CH2)g- t wherein V is C3-C6 cycloalkylene, f is 1-5 and g 
is 0-5, provided that the s jm of f and g is 1-6; 
Rl2 is 

-CH- T -CtC^Cg alkyl)-, -< F-, -C(OH)-, -C(C 6 H 4 -R 23 X or - + NCT ; 

R 13 and R 14 are Independently selected from the group consisting of 
-CH2-, -CH(Ci^Ce alkyl>j ~C(dHCi-C6) alkyl), -CH=CH- and 
-C(Ci-Cq alkyl)=CH-; or R12 together with an adjacent R 13 , or R12 together 
with an adjacent r14 forrji a -CH=CH- or a -CH=C(Ci-Ce alkyl)- group; 



a and b are indepej 
provided that whe 



dentiy 0, 1, 2 or 3, provided both are not zero; 
R13 rs -CH-CH- or-C(Ci-C6 alkyl)=CH-, a is 1; 
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provided that when R14 j s -CH=CH- or -C(Ci-C6 alky!)=CH-, b is 1; 

provided that wheip a is 2 or 3, the R 1 3 , s can be the same or different; 
and 

provided that when b is 2 or 3, the R 14 s can be the same or different; 
and when Q is a bond, R 1 also can be: 



R 15 



15 



,16 



fC) s -Y r ,-(C)t-Zp- or -X r (C) v -Y K -S(O) 0 . 2 -; 
R 18 R16 



M is -O-. -S-, -S(Ob- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6)alkyl- and -cJdi-(Ci-C6)alkyl); 

R1° and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19 -0(C0)R19 -0(CO)OR21. -0(CH2)1-50R 19 , 
-0(C0)NR1 9 R 20 . -NR19 *20, -NR19(CO)R20, -NR 19 (CO)OR21, 
-NR1 9 (CO)NR20r25 -NR19S02R 21 , -COOR 19 , -CONR 19 R 2 0, -CORI 9 
-SO2NR 19 R20 t S{O)0-2R 21 , -0(CH2)1-10-COOR1 9 

-O(CH2)1.1OCONR 19 R 2 0, -(Ci-Cg alkyleneJ-COOR 19 , -CH=CH-COOR 19 . 
-CF3, -CN, -NO2 and halogen; 

R 15 and R 17 are independently selected from the group consisting of 
-OR - ! 9 -0(CO)Rl 9 -O(C0)OR21 anc | -O(CO)NR1 9 r20, 

R 16 and R 18 are independently selected from the group consisting of H, 



(Ci-C6)alkyl and aryl; or 
together are =0; 

d is 1,2 or 3; 

h is 0, 1, 2, 3 or 4; 

s is 0 or 1; t is 0 or 



R 15 and R 16 together are =0, or R 17 and R 18 



1; m, n and p are independently 0-4; 
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provided that at least one of s and t is 1 , and the sum of m f n, p 3 s and t is 

1-6; 

provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1, the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(O) 0 . 2 - 

and when Q is a bond and R1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyf, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, 
pyrazinyl, pyrimidinyl or pyridazinyl; 

R19 and R 20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl 7 aryl and aryl-substituted (Ci-Ce)alkyl; 

R 21 Is (Cl-Ce)alkyl, aryl or R24_ su bstituted aryl; 

R 22 is h, (Ci-C6)alkyl f aryl (Ci-CeJalkyI, -C(0)R1 Q or-COOR 19 ; 

r23 an d r24 are independently 1-3 groups independently selected from 
the group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, 

-NR 19 R 20 , -OH and halogeno; and 

R25 i s h, -OH or (Ci-C6)alkoxy. 

63. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 62 and a pharmaceutically acceptable carrier. 

64. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
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i 

! 

mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 62. 

! 

65. (Withdrawn) A therapeutic combination comprising: 

i 

(a) a first amount of at least one bile acid sequestrant; and 

i 

i 

(b) a second amount of at least one sterol absorption inhibitor represented by 
Formula (VIII): 



26 1 

(VIII) 

I 

or isomers thereof, or pharmaceutical!/ acceptable salts or solvates of the 
compounds of Formula (VIII) or of the isomers thereof, or prodrugs of the 
compounds of Formula (VIII) or of the isomers, salts or solvates thereof, wherein, 
in Formula (VIM) above, j 

R26 isHorOGl; : 

i 

G and G 1 are independently selected from the group consisting of 

OR* OR 4 QR^OR 4 <W ORT 

_^)..,i 0 r3 ,I-CHX )"lOR 5 

°~C ' o-C ! i V A 

\o 2 R 2 CH 2 OR 6 ; OR 3 OR 

OR 3a I 

X *R : 
OR 3 0 ^o^ c "* Rb : 

K A Q/ I ^Y provided that when R26 j s h or 

^ 0 -^CH 2 R a 
OH, G is not H; ! 



H, 



and 
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I 

R, R a and R D are independently selected from the group consisting of H, - 

OH, halogeno, -NH2> azido, (Ci-C6)alkoxy(Ci-C6)alkoxy or -W-R30,- 

i 

W is independently selected from the group consisting of 
-NH-C(O)-, -0-C(OK -0-C(0)-N(R31)-, -NH-p(0)-N(R31)- and 
-O^C(S)-N(R31>-; I 

R2 and R 6 are independently selected from the group consisting of H T 
(Ci-C6)alkyl, aryl and aryf(Ci-C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R4a are independently selected from the group 
consisting of H, (Ci-Ce)alkyl, aryl(Ci-C6)alkyi, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; | 

R 30 is selected from the group consisting of R 32 -substituted T, 
R32^substituted-T-(C 1 -Ce)alkyl. R 32 -substituted-(C2-C4)alkenyI, 
R32. su bstituted-(Ci-C6)alkyl, R 32 -substitute'd~(C3-C7)cycloalkyl and 
R32- SU bstituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R 31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyt, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; | 

R 32 is independently selected from 1-3 substituents independently 
selected from the group consisting of halogeno, (C-|-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy.ioxo, (Ci-C4)alkylsulfanyt f 
(Ci-C4)alkylsulfinyl. (Ci-C4)alkytsulfonyf, -N(CH3)2, -C(0)-NH(Ci-C4)alkyf, 
^C(0)-N((Cl-C 4 )alkyl)2, -C(0)-(Ct-C4)afkyf T jc<0)-(Cl-C4)alkoxy and 
pyrrolidinylcarbonyf; or R32 j s a covalent bond and R 3 1, the nitrogen to which it 
Is attached and R 32 form a pyrrolidine, piperidinyf, N-methyt-piperazinyl, indolinyl 
or morphoJiny! group, or a (Cl-C4)alkoxycarbjonyJ-substituted pyrrolidinyl, 

piperidinyl, N-methylpiperazinyl, indolinyl or njiorpholinyl group; 

i 

Ar 1 is aryl or R 10 -substituted aryl; 



PAGE 46/60* RCVD AT 7/12/2004 2:46:23 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/6 * DHIS:8729305 * CSID.908 298 5405' DURATION (mm-ss):14-32 



07/12/04 15:01 FAX 908 298 5405 



SCHERING-PLOUGH 



12047 



45 

Ar 2 is aryl or R 1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

Vj-(R 13 ) a 
forms the spiro group ( Rl4 )b ; and 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, 
q can also be zero or 1 ; 

-(CH2)e-E-(CH2)r-, wherein E is -0~, -C(O)-, phertylene, -NR2Z- or 
-S(0)o-2~p e Is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C2-Ce)alkeny1ene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g 
is 0-5, provided that the sum of f and g is 1-6; 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NO" ; 

R 13 and R 14 are independently selected from the group consisting of 
-CH2-, -CH(C*i-C6 alkylK -C(di-(Ci-Ce) alkyl), -CH=CH- and 
-C(Ci-Ce alkyl)=CHs or R 12 together with an adjacent R13, or R 12 together 
with an adjacent R 14 form a -CH=CH- or a -CH=C(Ci-Ce alkyl)- group; 

a and b are independently 0, 1, 2 or 3 t provided both are not zero; 

provided that when R 13 is -CH=CH- or -C(Ci-C6 alkyl)=CH- t a is 1; 

provided that when R 14 is -CH~CH- or -C(C1-C6 alkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R 13 's can be the same or different; 
and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 
and when Q is a bond, R 1 also can be: 
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(C)t-Zp- or -X r (C) v -Y k -S(O) 0 . 2 -; 
R16 R 16 



M is O-, -S-, -S(O)- or -S(0)2S 

X, Y and Z are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6)alkyl- and -C(di-(Ci-C 6 )alkyl); 

R 10 and R 11 are independently selected from the group consisting of 
1-3 substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19 -0(C0)R19 -0(00^21, -0(CH2)1-S0R1 9 
-O(CO)NR19r 2 0, -NR19R20, -^19(00^20, -NRl9{CO)OR21, 
-NR 19 (CO)Nr20r25 -|MR19S02R 21 . -COOR1 9 -CONR1SR20, ^CORl 9 
-SO2NR 19 R20, S(O)0-2R 21 , -O(CH2)l-10'COOR'' 9 t 

-O(CH2)1-10CONR19r20 ? -(C1-C6 alky1ene)-COOR 19 -CH=CH-COORl9 
-CF3, -CN, -NO2 and halogen; 

R*t5 and R^ 7 are independently selected from the group consisting of 
-OR 19 , -0<CO)RlQ r -0(CO)OR 2 1 and -O(CO)NR 19 R20 : 

R 1 § and R 18 are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryi; or R 15 and R16 together are =0, or R 17 and R18 
together are =0; 

d is 1 , 2 or 3; 

his 0 P 1,2. 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 

provided that at least one of s and t is 1. and the sum of m r n f p, s and t Is 

1-6; 

provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 
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R 15 

-X r (C) v -Y k -S(O) 0 , 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, 

pyrazinyl, pyrimidinyl or pyridazinyl; 

R*19 and R 20 are independently selected from the group consisting of H, 

(Ci-C6)alkyl, aryl and aryl-substituted (C*|-C6)alkyl; 

R 21 is (Ci-C6)alkyl ( aryl or R 24 -substituted aryl; 
R 22 is H 7 (Ci-Ce)alkyl, aryl (Ci-C 6 )alkyl y -C(0)R19 or-COORl9; 
r23 an d r24 are independently 1-3 groups independently selected from 
the group consisting of H, (Cl-C6)alkyl, (Ci-C6)alkoxy. -COOH, NO2, 

-NR^9r 20 , -OH and halogeno; and 

R25 is H, -OH or (C<i-C6)alkoxy, 
wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 

66. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the therapeutic combination of claim 65. 

67. (Withdrawn) A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) at least one sterol absorption inhibitor represented by Formula (IX): 
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Ar 1 — CH — Q 



OR 1 

.1 r^LJ— 




R26 



a 



(IX) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the 
compounds of Formula (IX) or of the isomers thereof, or prodrugs of the 
compounds of Formula (IX) or of the isomers, salts or solvates thereof, wherein 
in Formula (IX): 

R26 is selected from the group consisting of: 

a) OH; 

b) OCH 3 ; 

c) fluorine and 

d) chlorine. 

R 1 is selected from the group consisting of 

OR 5 .OR 4 OR 5 T)R 4 .OR 7 



R p R a and R b are independently selected from the group consisting of H, - 
OH, halogeno, -NH2, azido, (Ci-Cs)alkoxy(Ci-C6)-alkoxy and -W-R 30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)-, -NH-C(0)-N(R31)- and -0-C(S)-N(r31)- ; 

r2 and R$ are independently selected from the group consisting of H, 
(Ci-Ce)alky1 f aryl and aryl(Ci-C6)alkyl; 





-SO3H; natural and unnatural 
amino acids. 
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R3, r4 r5, R7 f R3a anc j R4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl f aryl(Ci-C6)alkyi, -C(0)(Ci-C6)alkyl and -C(C>)aryl; 

R30 is independently selected form the group consisting of R 32 - 
substituted T, R 32 -subsffluted-T-(Ci-C6)alkyl, R 32 -substituted-(C2-C4)alkenyl, 
R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and R 32 - 
substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R 31 is independently selected from the group consisting of H and (C-|- 
C4)alkyi; 

T is independently selected from the group consisting of phenyl, furyl, 
thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, 
thiadiazolyl, pyrazolyl, imidazolyl and pyridyl; 

R 32 j 3 independently selected from 1-3 substituents independently 
selected from the group consisting of H. halogeno, (Ci-C4)alkyl 7 -OH, phenoxy, - 
CF3, -NO2, (Ci-C4)alkoxy, methyfenedioxy, oxo, (Ci-^ialkylsulfanyl, (C1- 
C4)alky]sulfinyl > (Ci-C4)alkyisu»fonyl, -N(CH3)2. ^(0)-NH(Ci-C4)alkyl, -C(O)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinyicarbonyl; or R 32 is a covalent bond and R 31 , the nitrogen to which it 
is attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl 
or morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, 
piperidinyl, N -methyl piperazinyl, indolinyl or morpholinyl group; 

Ar 1 is aryl or R 10 -substituted aryl; 

Ar 2 is aryl or R 1 1 -substituted aryl; 

Q is -(CH2)q-. wherein q is 2-6, or, with the 3-position ring carbon of the 
azetidinone, 



forms the spiro group ( R V 



(R 13 X 



'a 



R12( S 
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-CH-, -C(C r C 6 alkyl)-, -CF- T -C(OHh -C<C 6 H 4 -R 23 )-, -N-, or - + NCT ; 

R^ 3 and R" 14 are independently selected from the group consisting of - 
CH2-. -CH(C1-C6 alkyl)-. -C(di-(Ci-C6) alkyl), -CH-CH- and -C(C<i-Cq 
alkyl)-CH-; or R 12 together with an adjacent R 13 . or R 12 together with an 
adjacent rH form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0 f 1 , 2 or 3, provided both are not zero; 
provided that when R 13 is -CH=CH- or -C(Gi-Ce alkyl)=CH-, a is 1; provided 
that when R 14 is -CH=CH- or-C(Ci-C6 alkyl)=CH-, b is 1; provided that when a 
is 2 or 3, the r1 3 's can be the same or different; and provided that when b is 2 or 
3, the R 14 's can be the same or different; 

R 1 0 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Ci-Ce)alkyl t - 
OR19 -0<C0)R19 -0(CO)OR 2 ^ -0(CH 2 )1-50R19 -O(CO)NR19r20, _ 
NR19R 20 , 

-NR 19 (CO)R20 T -NRl 9 (CO)OR21 r -NR19(CO)NR 2 0r 25 . -NR1 9 S02R 21 , - 
COOR 19 

-CONR19R 20 , -COR19, -S02NR 19 R 20 . S(O)0-2R 21 . -0(CH2)1-10-COOR1 9 
-0(CH2)1-10CONR 19 R 20 . -(C1-C6 alkylene)-COORl 9 -CH=CH-COORl9 . 
CF3, -CN T 
-NO2 and halogen; 

Ar 1 can also be pyridyl, isoxazolyf, furanyl, pyrrolyl, thienyl, imidazolyl, 
pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

r19 and R 20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substi luted (C-i-Ce)alkyl; 

R 21 is (Ci~C6)alkyl. aryl or R 24 -substituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C 6 )alkyl, -C(0)R1 9 or -COOR^ 9 ; 
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r23 anc j r24 are independently 1-3 groups independently selected from 
the group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, - 

NR 1 9R 20 , -OH and halogeno; and 

R25 i s h. -OH or (Cl~C6)alkoxy. 

68. (Withdrawn) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 67 and a pharmaceutical^ acceptable carrier. 

69. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 67. 

70. (Currently Amended) A composition comprising: (a) at least one 
bile acid sequestrant; and (b) about 1 0 milligrams of at least one substituted 
azetidinone compound or a pharmaceutical ly acceptable salt or solvate thereof, 
or prodrug of the at least one substituted azetidinone compound or of the 
isomers, salts or solvates thereof. 

71 . (Original) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 70 and a pharmaceutical^ acceptable carrier. 
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72. (Original) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the composition of claim 70. 

73. (Withdrawn) A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one substituted azetidinone compound 
or a pharmaceutically acceptable salt or solvate thereof, or prodrug 
of the at least one substituted azetidinone compound or of the 
isomers, salts or solvates thereof, 

wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 

74. (Original) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 73 and a pharmaceutically acceptable carrier. 

75. (Original) A method of treating or preventing a vascular condition, 
diabetes, obesity or lowering a concentration of a sterol in plasma of a mammal, 
comprising the step of administering to a mammal in need of such treatment an 
effective amount of the composition of claim 73. 
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76. (Currently Amended) A composition comprising: (a) at least one 
bile acid sequestrant; and (b) about 10 milligrams of at least one substituted (}- 
lactam compound or a pharmaceutical^ acceptable salt or solvate thereof, or 
prodrug of the at least one substituted p-lactam compound or of the isomers, 
salts or solvates thereof. 

77. (Original) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 76 and a pharmaceutical^ acceptable carrier. 

78. (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 76. 

79. (Currently Amended) A therapeutic combination comprising: 
(a) a first amount of at least one bile acid sequestrant; and 

(c) a second amount of about 1 0 milligrams of at least one substituted 
(J-lactam compound or a pharmaceutically acceptable salt or 
solvate thereof, or prodrug of the at least one substituted p-lactam 
compound or of the isomers, salts or solvates thereof, 
wherein the first amount and the second amount together comprise a 
therapeutically effective amount for the treatment or prevention of a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal. 
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80. (Original) A pharmaceutical composition for the treatment or 
prevention of a vascular condition, diabetes, obesity or lowering a concentration 
of a sterol in plasma of a mammal, comprising a therapeutically effective amount 
of the composition of claim 79 and a pharmaceutical^ acceptable carrier. 

81 . (Withdrawn) A method of treating or preventing a vascular 
condition, diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprising the step of administering to a mammal in need of such 
treatment an effective amount of the composition of claim 79. 
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